Objective: Circulating endothelial progenitor cells (EPCs) were shown to be affected in 1 cardiovascular and metabolic diseases. As interventional strategies, hypoxia and exercise are 2 both known to increase the number and enhance the function of EPCs, potentially by 3 extending their lifespan induced by a reduced senescence. Therefore, this pilot study 4 investigated the effect of exercise under normobaric hypoxia on the senescence of EPCs by in 5 vitro cultivation with autologous human serum (AHS).
Introduction 1 9 at 1861xg and 4°C for serum preparation. The blood serum was aliquoted and stored at -80°C 6 8 until use. Isolation of EPCs from whole blood. EDTA blood samples were taken from each participant 7 1 for isolation of peripheral blood mononuclear cells (PBMCs) at rest. PBMCs were isolated by 7 2 centrifugation for 30 min at 800xg with a lymphocyte separation medium (PAA Laboratories 7 3
GmbH, Cölbe, Germany). EPC isolation was modified from Funke et al. 2008 [13] . In brief, 7 4 PBMCs were cultivated in 24-well plates containing fibronectin-coated glass plates with 7 5 MV2-endothelial cell basal medium (Promo Cell GmbH, Heidelberg, Germany) for 1 week.
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After 4 days medium was changed. with a wash solution containing PBS, 0,01% natrium-desoxycholate, 0,02% Nonident P40, Participants had to abort the test after a duration ranging from 15 to 25 min resulting in a total 1 0 2 time of 30-40 min spent in normobaric hypoxia. The VO 2 peak was 56.7 ± 7.7 ml · kg -1 · min -1 .
1 0 3
The senescence rate was measured after in vitro cultivation with serum collected pre, 10 min (1.89 ± 0.37%).
0 7
In comparison to in vitro cultivation with FBS and AHS, cultivation with FBS led to a much 1 0 8 greater senescence rate (10.38 ± 2.66%) than seen after all AHS conditions. in the later in vitro cultivation. coronary artery disease. In addition, a range of putative EPCs has been shown to be lower and 1 3 5 associated with long-term mortality in type 2 diabetes compared to healthy controls [17, 18] .
Nonetheless, our study highlights immense differences in the cultivation of EPCs with AHS The results of the study are presented clearly, honestly, and without fabrication, falsification, This research did not receive any specific grant from funding agencies in the public, 1 5 8 commercial, or not-for-profit sectors. All authors declare that there are no financial and 1 5 9
personal relationships with third parties or organizations that could have inappropriately
